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chain nodes : 

11 12 13 14 16 

ring nodes : 

123456789 10 
ring/chain nodes : 

17 

chain bonds : 

6-13 7-12 8-11 10-14 14-16 16-17 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 4-7 5-6 5-10 7-8 8-9 9-10 
exact /norm bonds : 

4-7 5-10 6-13 7-8 7-12 8-9 9-10 10-14 14-16 16-17 

exact bonds : 

8-11 

normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 

isolated ring systems : 
containing 1 : 
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=> s 14 and pci< july 2002 

22724470 PD< JULY 2002 

(PD<20020700) 
L5 0 L4 AND PD< JULY 2002 

==> dis 14 1-3 bib abs fhitstr 

L4 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2007 ACS on STN 
AN 2005:1137938 CAPLUS Full-text 
DN 144:45339 

TI Neuroprotective effects of KCL-440, a new poly (ADP-ribose ) polymerase 

inhibitor, in the rat middle cerebral artery occlusion model 
AU Ikeda, Yasuhiko; Hokaraura, Kazuya; Kawai, Tomoyuki; Ishiyama, Junichi; 

Ishikawa, Kumi; Anraku, Tsuyoshi; Uno, Takashi; Umemura, Kazuo 
CS Department of Pharmacology, Hamamatsu University School of Medicine, 

Hamamatsu, 432-8014, Japan 
SO Brain Research (2005), 1060(1-2), 73-80 

CODEN: BRREAP; ISSN: 0006-8993 
PB Elsevier B.V. 
DT Journal 
LA English 

AB It is reported that ischemic brain injury is mediated by the activation of 

poly (ADP-ribose) polymerase (PARP) . In this study, we examined the Pharmacol, 
profile of KCL-440, a new PARP inhibitor, and its neuroprotective effects in 
the rat acute cerebral infarction model induced by photothrombotic middle 
cerebral artery (MCA) occlusion. In an in vitro study, KCL-440 exhibited 
potency with regard to inhibition of PARP activity, with an IC50 value of 68 
nM. An in vivo pharmacokinetic study showed that the brain concentration of 
KCL-440 was sufficient to inhibit PARP activity during the i.v. infusion of 
KCL-440 at the rate of 1 mg/kg/h. KCL-440 at various doses or saline was 
administered for 24 h immediately after the MCA occlusion. Administration of 
KCL-440 led to a dose-dependent reduction in the infarct size at 24 h after 
MCA occlusion. Infarct sizes were 44.8% ± 3.0% (n = 8), 40.5% ± 1.1% (n = 8), 
38.2% ± 1.4% (n = 8), 35.1% ± 2.1% (n = 8), 34.2% ±.2.3% (n = 7), 32.6% ± 1.9% 
(n = 8), and 31.0% ± 2.1% (n = 5) at doses of 0, 0.01, 0.03, 0.1, 0.3, 1.0, 
and 3,0 mg/kg/h. When compared to the control group, a statistically 
significant difference was observed in the doses that were higher than 0.03 
mg/kg/h. When the infusion of KCL-440 (1 mg/kg/h, n = 8) was started at 1 h 
after the MCA occlusion, a significant reduction in infarct size was observed; 
this was not observed when KCL-440 infusion was started 2 or 3 h after the MCA 
occlusion. Furthermore, increased poly (ADP-ribose) immunostaining was 
confirmed at the ischemic border zone 2 h after the MCA occlusion, and it was 
reduced by KCL-440 treatment. These results suggest that KCL-440 is a 
possible neuroprotective agent with high blood-brain barrier permeability and 
high PARP inhibitory activity. 

IT 651029-09-3, KCL 440 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
• (Biological study); USES (Uses) 

(neuroprotective effects of KCL-440, a new poly (ADP-ribose ) polymerase 
inhibitor, in the rat middle cerebral artery occlusion model) 
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Preparation of 4- ( substituted aryl) -5-hydroxyisoquinolinone derivatives 
poly (ADP-ribose) polymerase inhibitors 
IN Shiga, Futoshi; Kanda, Takahiro; Takano, Yasuo; Ishiyama, Junichi 
PA Kyorin Pharmaceutical Co., Ltd., Japan 
SO PCT Int. Appl., 134 pp. 
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AB Title -compds. I (Rl = H, halo; R2 = H, halo, OH, alkyl, haloalkyl, alkoxy, 

haloalkoxy; Ar = Ph, naphthyl, heteroaryl, etc.; A = bond, alkylene; X = bond, 
O, amino; Y = O, S; R3 = amino, etc) and their Pharmacol, acceptable salts, 
useful as poly (ADP-ribose) polymerase inhibitors, are prepared 1, 2-Dihydro-5- 
hydroxy-4- [4- (N-methylcarbamoyl) phenyl] -1-oxoisoquinoline was prepared and 
showed inhibitory activity against PARP with IC50 of 144 n mol/L. 

IT 675577-26~lP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 4- (substituted aryl) -5-hydroxyisoquinolinone derivs. as 
poly (ADP-ribose) polymerase inhibitors) 
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2004:80658 CAPLUS Full-text 

140:146017 



Preparation of hydroxyisoquinolinone derivatives as poly (ADP-ribose) 
polymerase inhibitors 
IN Shiga, Futoshi; Kanda, Takahiro; Kimura, Tetsuya; Takano, Yasuo; Ishiyama, 

Junichi; Kawai, Tomoyuki; Anraku, Tsuyoshi; Ishikawa, Kumi 
PA Kyorin Pharmaceutical Co., Ltd., Japan 
SO PCT Int. Appl., 151 pp. 
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FI, FR, GB, 
BF, BJ, CF, 

CA 2493234 
AU 2003255149 
EP 1544194 

R: AT, BE, CH, 
IE, SI, LT, 
CN 1671668 
NZ 537793 
US 2006173039 
MX 2005PA00983 

PRAI JP 2002-214673 
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AB Title compds . I (ring Ar = Ph, naphthyl, 5- or 6-membered heteroaryl, Rl 
halo; R2 = H, halo, OH, alkyl, aryl, etc.; R3, R4 = H, halo, etc; A = 
alkylene, alkenylene) and their Pharmacol, acceptable salts, useful as 
poly (ADP-ribose) polymerase (PARP) inhibitors, are prepared Thus, 1,2- 
dihydro-4- [4- (dimethylaminomethyl ) phenyl] -5-hydroxy-l-oxoisoquinoline was 
prepared and showed inhibition of PARP with IC50 of 30 nM. 

IT 651029-09-3P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of hydroxyisoquinolinone derivs . as poly (ADP-ribose) 

polymerase 

inhibitors ) 

RN 651029-09-3 CAPLUS 

CN 1 (2H) -Isoquinolinone, 4- [4- [ (dimethylamino) methyl] phenyl] -5-hydroxy- (CA 
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